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Tuzicolugy Studics, Lee=ssion 0. 2573y, cusmitied oy
: wonsnto, S/€/77 (RS 121, Special Report i3, L. H. Honuzh, €% al). Toxicolopy

Brench evulustbion of Petiticner's (3/20 & 5/24/78) conme ts on EPA (2/13 & k/20/78) +=—
letters concerning thees glyphosate PP 571560 (& otaer blyphosate PP's) -
. :

FROM: Toxicology Branch, Roluand A. GCessert, D.V.H.

>

susJECT: N-nitrosoglynivsate.

| $rik

T0: Mr. Ropert Teylor, Proguct Munoger i 2%

.
.

PP No. S5F15€0 licnsanto Agricultural Procs.
(Reg. XNo-., 5214-308) St. Louis, Missouri :

AR

- In the absence of Dr. Kary 1,. Guaife whc has conducted wost of the Gata reviews
' on glyphosaie and its impuriiy, f-nixroscglyphoséte (KEG), I have been reguested
v to assess Dr. § aife's review Grnied Jjune 1k, 1978 in 1ight ci Chemistry Branch's
(Dr.‘M. Nelson) review of ine 1atest ¢eta reviewed o7 Dr. Gueile.

e Dr. Quaife juéged the Azmes type in yitro i{est to e CURE-ninimum, wiiie criticizing
the 100 ug- level of NEG used in tne uppeér level as being less than the 500 ug
level recomsenéed by Anes for o wCoi muisgen.

Dr. Quaife, iikeuise judged the wouse dermizont lethal mutageniciiy test 1o be
s CCRE-minimun arnd acceptable, wiile criticizing tae 5 end 10 ng/kg IP dose as
- - N - i3 s R

8 sow compereé io the high-oral sto (5000 to TOOO mg,sg} in the rat.
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h Reparding ine satbit tersiolozy tesi, Dr. Cuaife judgec tac study to te CLRE
supplementery, iL taat the test €uses uscd were jcw compured with the rot
: acute oral toxicity, only wo.Eoce levels were usec dusec were low relative
’ J H _ A
. tc the rat orel LI:p, end no potizive conircl Wes gzed  Also, Dr. Qusife
: . refers ihe la lyein recogaended by her
by £

yeference, winile the appiicant useé the “wue-tail Fis or's exact tegte
-
< b3

It previcusly has becn recognized tast no resicues of 15 will appesr ih raw
5 sgricultural comnedivics treoted with technical glysiwsaie. The issue; therefore,
hec been whether tae low levels cf INIG sppearing &S &3 impurity in technical

: 1yphosate will be harmful to workers applying tne ves-.icide.
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The results cf &n application study previously submitted by lonsanto reasured

sctuel omounts of glyphucatie and iDIC to wnich an epplicator moy te exposeC wih

joading end apulying tihe ccticice Ly vVAridus mesni. *hese resulis demonsirated
(% - - -

exposure to clyuvnosate to pe 2sseniislly =nil, au 5 2iC to e non-existent.

(Review attocned.)
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At vresent EPA nave no speciiic oflicig) guidelines fcr tozicity testing. It
ic expectec that guidelires will be publicred for commeat scufi. And whea irey
gre published, they will ve just 5 the 1itle incicetes: Guidelines.And 2lil
studies need not te pericried in &n jdentical manner. Dr. Guaife prefers
teratology stucies be conducted as outlined by Cellins in "Kew Concepis in
Safety Eveluation,” edited bty M. Mehlmen, et al; Joha ¥Wiley & Soms, N.Y., Crapt.
6, pp 155-175- Otners in EPA prefer EXVIEGTELT & ZIRTH DEXZCIH, by
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EPA FORM 1320-6 {REV. 3-761 .
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¢ Press. Y., 1073, Tac T rianl Ui

Jeumes E. Wilzon, Avedcr 5 :
ihoy ore Gesigrod tu doacnsireie: wi

studies Genoustrate wia
is cafe, or unsaic.
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Dr. M¢ Helson, Cheuistry Branch, nus reviewed glyphusate (RGUEDUP) end MG
(summary sttached), oné agzin gefore o Tuxicolcny Brench the guestion of
safety. She states tnc meximua calculated residues of HIG c¢n ravw vgricultural
commodities, sssuning thet ¢ll of lhe LG present in Lihe spplied formulation
is found on the hervested comoiity, is Ia the J0-20 ppn rasge. Due to the
photosensaitivity of MG to ulire wiolet ligut, sctusl resicues in focd items
. would be gxpected to be apprecistly less than these smounts. : F::'

Dzta bosed on sctivity measurements from tracer studies with lhc-glyphosate

. indicztc maximum hypothctical resicues of 0.001°- 0.007 ppa (1ess than 1 to
7 ppb). Ard in our conccrn with safety to the applicator, the essentially nil
expogure woulé result in 2zcro exposure tu HiU.

In consideration of these factors, 1 would consider the mutagenicity ard
teratolcgy studies reviewce by Dr. Quuife to te aceguote to cemonsirate

safety of technical glyphosate (oné any ENG present, ii any) to the epplicator,
eané for any raw agricultural conrcodity treated with technical glypaosate.
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Rolené A. Gessert, D.V.i.

- ) Pozicelory ranci -
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